like phenotype on CRC cells.
The Genetic Program Driven by ␤-Catenin/TCF
genes, we performed Northern blot analysis. Almost invariably, the genes listed in Supplemental Table S1 were in CRC Cells Previous studies have identified individual target genes also strongly downregulated by dnTCF-1 in Ls174T (Supplemental Figure S3) . DLD-1 cells showed a highly of TCFs in various cellular systems (reviewed in www.stanford.edu/‫ف‬rnusse/wntwindow.html). By DNA similar pattern of gene expression upon inhibition of ␤-catenin/TCF activity (Supplemental Figure S3 ). array analysis, we asked which genes were regulated by the induction of dnTCF-4 in Ls174T CRC cells. mRNA
The expression of 115 entries increased at least 2.5-fold after 23 hr induction of dnTCF-4 in Ls174T cells was isolated at 11 hr and 23 hr of induction. cDNA prepared from uninduced samples was labeled with (Supplemental Figure S2) . Ten entries appeared twice in this list. Many of these genes represented differentiation Cy3, while the induced cDNA samples were labeled with Cy5. Uninduced and induced cDNA samples were mixed markers of mucosecretory and/or absorptive intestinal cells (Supplemental Table S2 ). The induction of several and hybridized in duplicate to a DNA array of approximately 24,000 cDNA entries. Table S1 ). For a number of , while p57 KIP2 was not expressed and the lev-( Figures 1D and 5A) Figure 5C ). In these cells, the CIP1/WAF1 promoter. ‫ف‬rnusse/wntwindow.html). Some of these (CD44, ENC1, BMP4, claudin 1) were also found in our study, while The activity of this minimal promoter fragment followed that of the endogenous p21 CIP1/WAF1 gene, i.e., it was not the expression of others was unaffected despite the complete suppression of TCF reporter gene activity in activated upon induction of dnTCF-4 in the clones constitutively expressing c-MYC ( Figure 6D) . our system. Importantly, the downstream genes re- CIP1/WAF1 and p57 KIP2 during muscle differentiation (Zhang et al., 1999) .
Experimental Procedures
In conclusion, these data indicate that cell proliferation and differentiation are intimately coupled in intesti- System (Promega). factor was computed so that the median fluorescence ratio of the measured spots on each array was 1.0. We selected genes repreAcknowledgments sented by good-quality spots for which the fluorescent intensity in each channel was greater than 1.5 times the local background.
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